In the Claims : 
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Please cancel claims 3, 15-20, 22, 28, 30-43 and 46-58 without prejudice or disclaimer 
and amend the remaining claims as follows: 




1 , A transgenic mouse, the cells of^hich comprise at least one endogenous LXRa allele 
that lacks the capacity to respond to dietary cholesterol. 

2. The transgenic mouse of clsnm 1, wherein said cells comprise two endogenous LXRa 
alleles that lack the capacity to respond to dietary cholesterol. 



The transgenic mouse of claim 1, wherein said endogenous LXRa allele contains an 
interruption in the LXRa coding sequence. 



5. The transgenic mouse of claim 2, wherein said endogenous LXRa alleles both contain an 
interruption in the LXRa coding sequences. 



6. The transgenic mouse of claim u, wherein said endogenous LXRa allele contains a 
nonsense mutation that truncates the corresponding encoded LXRa polypeptide. 



The transgenic mouse of claim 2. 



wherein said endogenous LXRa alleles both contain a 



nonsense mutation that truncates ^e corresponding encoded LXRa polypeptide. 
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8. The transgenic mouse of claim 1, wherein said endogenous LXRa allele contains a 
deletion of LXRa coding sequences. 



9. The transgenic mouse of claim 2, wherein said endogenous LXRa alleles both contain a 



deletion of LXRa coding sequences. 



10. The transgenic mouse of claim 1, wherein said endogenous LXRa allele contains a 



mutation in the 5' regulatory region of the LXRa gene. 



The transgenic mouse of claim 2, wherein said endogenous LXRa alleles both contain a 
mutation in the 5' ijegulatory region of the LXRas. 



12, The transgenic mouse of claim 10, wherein said alteration comprises substitution of an 
inducible/repressable promoter for the endogenous LXRa promoter. 

13. The transgenic mouse of claim 1 1, wherein said alterations comprise substitution of 
inducible/repressable promoters for both of the endogenous LXRa promoters. 



14. The transgenic mouse of claim 1 , wherein cells of said mammal further comprise an 

exogenous selectable marker gene under the control of a promoter active in at least one 
cell type of said mammal. 
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21. A method for screen: ng a candidate substance for the ability to reduce cholesterol levels 
in a mammal comprising: 

(a) providing a ti ansgenic mouse, the cells of which comprise at least one 
endogenous :^XRa allele that lacks the capacity to respond to dietary cholesterol; 

(b) treating said mouse with said candidate substance; and 

(c) monitoring a cholesterol-related phenotype in said mouse, 

wherein a reduction in said cholesterol-related phenotype in said mouse treated with said 
candidate substance, as compared to a similar mouse not treated with said candidate 
substance, indicates that said candidate substance reduces cholesterol levels. 



24. The method of claim 21, wherein said mouse is maintained on a high cholesterol diet. 
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25. The method of claim 21, wherein said mouse further is treated with an agent that blocks 
cholesterol biosynthesis. 

26. The method olf claim 21, wherein said cells comprise two endogenous LXRa alleles that 
lack the capaqity to respond to dietary cholesterol. 



27. A method for 



synthesis in 2 



screening a candidate substance for the ability to increase bile acid 
mammal comprising: 
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(a) providing a transgenic mouse, the cells of which comprise at least one 
endogenous LXRa allele that lacks the capacity to respond to dietary cholesterol; 

(b) treating said mouse with said candidate substance; and 

(c) monitoring a bile acid-related phenotype in said mouse, 

wherein an increase in said bile acid-related phenotype in said mouse treated with said 
candidate substance, as compared to a similar mouse not treated with said candidate 
substance, indicates that said candidate substance increases bile acid synthesis. 



A transgenic mouse cell which comprises at least one endogenous LXRa allele that lacks 
the capacity to respond to dietary cholesterol. 



45. The transgenic 
alleles that lack t 



1 of claim 44, wherein said cell comprises tw^o endogenous LXRa 
le capacity to respond to dietary cholesterol. 



REMARKS 

L Status of the Claims 

Claims 1-58 are pending in the application. Claims 15-20, 30-43 and 46-58 have been 
withdrawn pursuant to a restriction requirement. Thus, claims 1-14, 21-29, 44 and 45 are under 
examination. Claims 1-11, 21-29, 44 and 45 stand rejected under 35 U.S.C. §112, first paragraph 
for lack of enablement. Claims 1-14, 21-29, 44 and 45 stand rejected under §112, first 
paragraph, for lack of written description. Claims 1-14, 21-29, 44 and 45 are rejected under 35 
U.S.C. §112, second paragraph for indefmiteness. Claims 1-9, 14, 21-29, 44 and 45 are rejected 
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